To study the role of PIX␣ in Cdc42/Rac activation and the formation of highly polarized cells with distinct functions delegated to the leading and trailing edges. chemotaxis, the authors generated PIX␣ knockout mice. These mice are reported to be fairly normal, probably Neutrophil chemotaxis signaling through G proteincoupled receptors was thought to be mediated predomidue to redundancy or compensation in most cell types. However, neutrophils isolated from these mice exhibit nantly by Gi, as inactivation of G␣i by pertussis toxin (Ptx) completely blocks cell motility. Treated cells besevere defects in chemotaxis and chemotactic signal- activate Rho GEFs. Using constitutively active and dom-inant-negative G␣13, the authors recapitulated the phechemical and cell biological methods, will be necessary notypes they observed previously when manipulating for the big task ahead to find all components involved, the activities of the Rho pathway. Constitutively active determine how they interact, measure their subcellular G␣13 results in phenotypes associated with a reduction localization and determine their spatial and temporal in frontal properties similar to those occurring in reactivities, and ultimately fit them into a model reflecting sponse to constitutively active RhoA or myosin light experimental reality. chain. Dominant-negative G␣13 results in phenotypes
